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ANDA 64-200
MAR 24 2600

American Pharmaceutical Partners, Inc.
Attention: Tom Stothoff

2045 North Cornell Avenue

Melrose Park, IL 60160-1002

Dear Sir:

This is in reference to your abbreviated new drug application
dated February 10, 1997, submitted pursuant to Section 505(7)
of the Federal Food, Drug, and Cosmetic Act, for Cefotaxime
for Injection USP, 500 mg, 1 g, and 2 g packaged in 10 mL
single-dose vials; and 1 g and 2 g packaged in 100 mL single-
dose vials for intravenous infusion. We note that this
product is subject to the exception provisions of Section
125(d} (2) of Title I of the Food and Drug Administration
Modernization Act of 1997.

Reference is also made to your amendments dated February 24,
and March 14, 2000.

We have completed the review of this abbreviated application
and have concluded that the drug is safe and effective for use
as recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioeguivalence has
determined your Cefotaxime for Injection USP, to be
bioequivalent and, therefore, therapeutically equivalent to
the respective strengths and packaging sizes of listed drug
(Claforan® Injection of Hoechst Marion Roussel, Inc.).-

Under section 506A of the Act, certain changes in the
conditions described in this abbreviated application require
an approved supplemental application before the change may be
made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.



N

We request that you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in your
initial advertising or promotional campaigns. Please submit
all proposed materials in draft or mock-up form, not final
print.

Submit both copies together with a copy of the proposed or
final printed labeling to the Division of Drug Marketing,
Advertising, and Communications (HFD-40). Please do not use
Form FD-2253 (Transmittal of Advertisements and Promotional
Labeling for Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FD-2253 at the time of their initial use.

Frpe ) ) ()
sk j 5’941(@

“—

Gary Buehier

Acting Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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L : begivenas1gramintravenouslyorimramus- PHARMACEUTICAL

RS cularly at 6 and 12 hours after the first dose. I PARTNERS. (NC Co

LA - "~ 7TV . Neonates, infants, and Children . T e

Vet S The foliowing dosage schedule is recom. ’
R . od:

- . . : mended: .
. o Neonates (birth 1o 1 maonth): .
: . : j-
i .

"~ clamped. The second and third doses should == ‘g B AMERIC AN o CoL

0-1 week of age 50 mg/kg per dose
every 12 hours vV
1-4 weeks of age 50 mgsfk..g'; per ?\?se
AL every 8 hours . _ el
R Htis not necessary to differsriate bet pro- 45638/1ssued: July 1996 : . S
B mamraandncrmal-gestationalagelnfants. - - . e
S ::nfanmanuqhgg?n(1trhr:3ﬂg6lg12ﬂ¥em}: CEFOTAX|ME EAAR 31. T e
- i or we Bss than 0, the recom- o . o
ST mena dﬁ.tu;"dm iS00 180mgkaMoriv  FOR INJECTION, USP -.
' ody weight divided inta four to six equal doses. DESCRIPTION:
The higher dosages should be used for more h L . .
serveregor seriousg infections, including menin- Cefotaxime for Injection, USP is a sterils, semi-

oy , synthetic, broad spectrum cephalosporin
Qris. For body weights 50 kg or more, the usual antibiotic for intramuscular and intravenous

Gy Gosegs oo s T3 U e aSar and nvencus

7-[2-(2—ammo-4-lhlazolyl)%lyoxyfamldo]-a-
!'{I')gllrcd Renal Function—see PRECAU- Eg-‘édmxymemyn.a_oxo.& ia-1-azabicyclo
)

NS section. . 0] oct-2-ene-2-carboxylate 72-(Z)- (o-mth
NOTE: As with antibiotic therapy in general, oxime), acetate (ester). Cefolaxjme(rzfu !njeclio!i"::
administration of Cefotaxime for Injection should USP contains approximately 50.5mg (2.2 mEq)

~+ becontinuad for a minimum of 48 1o 72 hours of sodium per gram of cefotaxime activity, L
) ; N after the patient defervesces or after avidence Solutions of Cefotaxime for Injection, USP range . -
RS Lo R of bacterial eradication has been obtained; a from very pale yellow to light amber depending e
. . o minimum of 10 days of treatment is recom- ©on the concentration and the dilent used.
- pended for infections caused by GroupAbeta- T pH of the injectable solutions usually
: : hemolytic streptococeiin order lo guara 89anst  ranges from 5.0 to 7.5, It has the following
N : tha risk of rheumatic fever or glomerulonephritis; ructoratf a:
; - il Al structural formula:
A . . frequent bacteriologic and clinical appraisal is PR
Voo necessary during therapy of chronic wrinary . ’ . .
& tractinfection and may be required for severa) Ao CH,OCO0H, : . . .

) o . months after therapy has been completed; ; : =
i persistent infections may require treatrment of M ¢ ——con-~- 4 .
! H several weeks and doses smaller than those Ji\ I] W WS
' ' indicated above should not be used. w” g

PREPARATION OF : . ;

: CEFOTAXIME FOR INJECTION CraHirNs0;8, 477.46
B - Cefotaxime for Injection for M or IV adminis- C ; iecti i i
- N A J " efotaxime for Injection, USP is supplied as a
: tration should be reconstituted as fgg:';;m dry Powderr'[ln conventional vials and infusion .
; ; - ! botiles. Each conventional vial contains sterile
Strengtn ﬁ.::‘ﬂ'}’m ‘%ﬁﬂf‘;‘:ﬁ ?r?,;’:,:f'{am" Cetotaxime sodium, USP equivalent 1o 500 mg,
500 mgvial* (M) 2 22 730 1 gram, or 2 grams cefotaxime. Each infusion
Toviar an ™ 2 o 500 bottle contains sterile cefotaxime sodium, USP
2qvia* :,M; 5 'Y 330 equivalert to 1 gram or 2 grams cefotaxime.
500 mgvial* vy 10 1.2 50 CLINICAL PHARMACOLOGY:
; gVl h"\g :g joa 1930 Following IM administration of a single 500 mg
Qwai®. or 1 g dose of Cefotaxime for Injection to nor.
;9 mﬁ!"" g&;% g}gg E&;g mal velunteers, mean peak serum concentra.
(S conventional vidls tions of 11.7 and 20.5 meg/mL respectively
) ware attained within 30 minutes and dectined
Shake to dissolve; inspact for particutate mat- with an elimination half-life of approxirmately

ter and discoloration prior to use. Solutions of 1hour. There was a dose-dependent increase
Cefotaxime for injection range from very pale in setum levels after the IV administration of 500
ysliow to light amber, depending on concen- mg, 19, and 2 g of Cefotaxime for Injection (38.9, : : Lot
tration, diluent used, and length and condition * — 101.7, and 214.4 mcg/ml respective ) without ST - -
of storage. alteration in the elimination half-life. erg s no ’ . . . .
For intremuscular use: Reconstitute VIALS evidence of accumulation following repetitive
: with Sterile Water for injection or Bacteriostatic Winfusionof1 g doses every 6 hours for 14 days
. . Water for Injection as described above, as there are no alterations of serum or renal
TThaen - . For intravenous use: Reconslitute VIALS clearance. About 50% ofthe administered dose
o - ' with atleast 10 mL of Sterile Water for Injection. was recovered from urine during the first 6 hours
Reconstitute INFUSION BOTTLES wi 50 or foliowing the start of the infusion,

100 mi of 0.9% Sodium Chioride Injection or Approximately 20-36% of an intravenously - - )
5% Dextrose Injection. For other diluents, see administered dose of 14C-cefotaxime is axcreted oo
Compatibility and Stabillty. by the kidney as unchanged cefotaxime and 15- '

NOTE: Solutions of Cefojaxime for Injection 25% as the desacetyl derivative, the major
must not be admixed with aminoglycoside metabolite. The desacetyt metaboiite has been
solutions. i Cefotaxime for Injection and amino. shown to contribute to the bactericidal activity.
glycosides are 1o be administered to the same Two other urinary metabolites (M2 and M3)

patient, they must be administerad separately account for about 20-25%. They lack bacterici- - - o -
and not as mixed injection. dal activity. ) S
A SOLUTION OF 1 G CEFOTAXIME FOR A single 50 mg/kg dose of Cefotaxime for

INJECTION IN 14 ML OF STERILE WATER FOR Injection was administered as an intravenous
INJECTION IS ISOTONIC. irdusion over & 10 to 15 minute perigq 1o 29 e
IM Administration newborn infants grouped accor ing to : B - '
As with all IM preparations, Cefotaxime for birth weight and age. 'Tﬁe mean half-life of
Injection should ba injected well within the cefotaxime in Infants with lowsr binth weights
body of a relatively large muscle such as the {S 1500 grams), regardless of age, was longer
upper outer quadrant of the buttock (j.e., giu- (4.6 hours) than the mean halt-iife (3.4 hours)
teus maximus); aspiration is necessary to avoid in infants whose birth weight was greater than
‘Inadvertent injection into a blood vessal. Indi- 1500 grams. Mean serum clearance was also
vidual IM doses of 2 grams may be given if the smailer inthe lower birth weightinfants.

dose s divi nd is administered in ditferent the ditferences in mean haif-ie values are
in?;.}nugg&?:rds'rales. statistically significant for weight, thay are not

. clinically imponant. Thersfore, dosags should
. . IV Administration basad Sae
- The M routeis preferable for patients with bac- R%mms-rsgf-'ﬁgagge‘ { DOSEGE AND
‘ teremia, bactenal septicemia, peritonitis, menir- Additionally, no disutfiram-like reactions were
- ‘ . ) gitis, or other severe or life-threatening reported in a study conducted in 22 healthy vol-

infections, or for patients whao may be poor Py : iy Y
risks because of iowered resistance resulting ;’mmd;{"mstm Cefotaxime for Injection

from such debilitating conditions as malnutri-
tion, traurna, surgery, diabetes, heart failure, or Microblology . . _
malignancy, particularly if shock is present or The bactericidal activity of cefotaxime sodium
impending. results from inhibition of cell wall synthesis,
For intermitient IV administration, a solution Celotaxime sodium has in vitro activity against
conlainin? 1 gram or 2 grams in 10 mL of Ster- awida range of gram-positive and gr. am-nega-
ile Water for ?niaciion can be injected over a tive organisms. Cefotaxime sodiurm has a high
period of three to five minutes. Cefotaxime degree of stability in the presence of B-lacta-
shoutd not be administered over a period of less mases. both penicillinases and cephatospori-

thom theao minibne ICan AFA BRIIR IS D 1star o norar A mecee oo



INJEG 1ION IN 14 ML OF STERILE WATER FOR
INJECTION IS ISOTONIC,

IM Administration

As with all IM preparations, Cefotaxime for
Injection should be injected well within the
bodyofarelativalylargemusclesumasme
upper auter quadrant of the buttock (j.e., glu-
teus maximus); aspiration is 10 avoid
inadvertent injection into a blood vessel. Indi-
vidual IM doses of 2 grams may be given if the
doseis divided andis administered in different
intramuscular sites.

¥ Adminisiration
The IV route is preferable for patients with bac-
teremia, bactena) icami itis, menin-

3 I,
gitis, or other severe or ife-threatening
infactions, or for patients who may be poor
risks because of lowered resistance resulti
from such debilitating conditions as malnutri-
tion, trauma, surgery, diabet , heartfailure, or
mafigndancy, Pparticularly if shock is presant or
impending.
or img?mment IV administration, a solution
conttaining 1 gram or 2 grams in 10 mL of Ster-
ile Water for Injection can be injected over a
period of three to five minutes. Cefotaxime
id not be administered over a pers ofiess
than three minutes. (See WARNI| GS). With an
infusion system, it may also be given over a
fonger penod of time through the tubing system
by which the patienl may be receivi other iV
utions. However, during infusion of the soly-
tion containing Cefotaxime for Injection, it is
advisable to discontinue temporarily the admin-
istration of other solutions at the sama site.
For the administration of higher doses by
continuous IV infusion, a soiution of Cofotaxime
for injection may be added 1o IV bottles con-
taining the solutions discussed below.
Compatiblity and Stability
Solutions of Cefotaxime for Injection reconsti-
luted as described above (PREPARATION OF
CEFOTAXIME FOR INJEC ON) remain chem-
ically stable {potericy remains above 90%) as
follows when stored in original containers and

disposable plastic syringes:
Strengh Reconstituted My stor  Stabibty under
Concertration Iiak;m?c Refrigesation
{mg/mL) it or below 5°C)
Plastic
Containers  Syringes
PSR e m e
0
fcvﬂ'w m 12 howrs Tays  Scays
Nmgvias v 50 24 hours 7 Sdays
g m % 24 hours ngysyx 5 days
ovid* 18 12 hoers Tdys  Stays
Iginfusion 210 26 hours Hdays

Zginfusion i Mboaws  10days

Reconstituted solutions stored in original
containers and plastic syringes remain stable
for 13 weeks frozen.

R y solutions may be further diluted
up to 1000 mL with the following solutions and
maintain satisfacto potency for 24 hours at or
below 22°C, and at ieast 5 days under refriger-
ation (at or below 5°C): 0.9% ium Chiloride
Injaction; 5 or 10% Dextrose Injection; 5% Dex-
trose and 0.9% Sodium Chioride Injection; 5%
Dextrose and 0.45% Sodium Chioride Injec-
tion; 5% Dextrose and 0.2% Sodium Chloride
injection; Lactated Ringers Solution; Sodium
Lactate Injection (M/6); 10% Invert Su%ar injec-
tion; 8.5% TRAVASOL?® (Amino Acid) injection
without Electrolytes.

Solutions of Cefolaxime reconstituted in
0.9% Sodiim Chloride Injection or 5% Dextrose
Injection in plastic containers maintain satis-
factory potency for 24 hours at or below 22°C,
5 da¥s under refrigeration {at or beiow 5°C)
and 13 weeks frozen, .

Note: Cefotaxime for Injection solutions
exhibit maximum stability in the pH 5.7 rangs.
Sohutions of Cefotaxime for Injection shouid
not be prepared with diluents having a pH
above 7.5, such as Sodium Bicarbonate
Injection,

Parenteral drug products should be inspected
visually for particuiate matter and discoloration
prior to administration, whenever solution and
container permit.

HOW SUPPLIED:

Cefotaxime for Injection, USPis a dry off-white
to Pala yellow crystalline powger supplied in
vials ?nd bottles containing cefotaxime sodium
as follows:

Product NDC

. No.

13510  £3323-335-10  Equivalent to 500 mg

: cefolaxime in 10 mL,
single-dose vials, pack-
aged in twenty-five
Equivalent to 1
cetotaxime in 10 mL,
single-dose vials, pack-
aged in twenty-five
313215 63323-332-15  Fauivalentio 2 o

313115 63323-331-15

29 U MgIKG g0se of Cefotaxime for
Injection was administered as an intravenous
infusion over a 10 te 15 minute period 1o 29
newborn infants gro_li_lﬁad according to
birth weight and age. The mean harf-ﬁ?e of
cetotaxime in infants with lower birth weights
{< 1500 grams), ragardless of a , was longer
(4.6 hours) than the mean half- ife (3.4 hours)
in infants whose birth weight was greater than
1500 grams. Mean serum clearance was also
smaller in the lower birth weigit infarits, Although
the differences in mean half-life values are
statistically significant for weight, they are not
clinically important, Therefore, dcsgge should
be based soie‘lﬁon age. (See DOSAGE AND
ADMINISTRATION.}

Additionalty, no disulfiram-ike reactions wers
reported in a study conducted in 22 healthy vol-
unteers administered Cefotaxime for Injection
and ethanol,

Microbiology

The bactericidal activity of cefotaxime sodium
results from inhibition of cell wail synthesis,
Cefolaxime sadium has n vitro activity against
awide range of gram-posftive and gram-nega-
tive organisms. Cefotaxime sodium has a high
degree of stability in the presence of B-lacta-
mases, both penicillinases and cephalospori-
nases, of gram-negative and gram-positive
bacteria. Cefotaxime sodium has been shown
to be active against most strains of the foliow-
in? microorganisms both in witro and in clinical
infections as described in INDICATIONS
AND USAGE.

Asrobes, Gram-positive:

Entarococcus spp.

Staphylococcus aureus®, including B-lactamase-
positive, and negative strains

Staphylococcus epidermidis

Streptococeus pneumoniae

Streptococcus pyogenes (Group A beta-
hemclytic streptococci)

Streptococeus spp.

* Staphylococei which are resistant to methi-

cillin/oxacillin must be considered resistant to

cefotaxime sodium,

Aerobes, Gram-negative:

Acinetobacter spp.

Citrobacter spp.

Enterobacter spp.

Escherichia col

Haemophilus influenzae {including ampicillin-
resistant straing)

Haemophilus parainfiuvenzae

Klat_:»sie)rﬂa $pp. {including Klebsialia pneumno-
nige

Morganeila morgani

Neisseria gonorthoeae {including B-lactamase-
positive and negative strains)

Neisseria meningitidis

Proteus mirabilis

Proteus vulgaris

Providencia rettgeri

Providencia stuarki

ltia marcescens

NOTE: Many strains of the above o i

are muitiply resistant to other anti iotics, e.g.

penicillins, cephalpsporins, and aminoglyco-

sides, are susceptible to cefotaxime sodium.

Cefotaxime sodium is active against some

strains of Pseudomonas aeruginosa.

Anaerobes:
Bacteroides spp., including some strains of
Bacteroides fragllis
Clostridium spp. (Note: Most strains of Clostrig-
ium difficite are resistant.)
Fusobactenum spp. (including Fusobacterium
nucleatum.)
Paptococcus spp.
Pg, tococcus spp.
efotaxime sodium also demonstrates
in vitro activity against the foliowing micro-
organisms
- Cefotaxime sodium exhibits in viiro
minimal inhibitory concentrations (MIC’s} of
8meg/mL or less against most (= 90%,) strains
ofthe following microorganisms; howaever, the
safsty and sffectiveness of cefotaxime sodium
in treating cinical infections due (g these
microorganisms have not been eslablished in
adequate and weli-controlled clinical trials:
Asrcbes, Gram-negative:
Providencia spp.
Salmonella spp. (inciuding Saimonelia typhi)
Shigefia spp.
fotaxime sodium is highty stabie in vitro to
four of the five major classes of 5-lactamases
described by Richmond et al.!, including type
llla {TEM) which is .Produced by many gram-
negative bacteria. The drug is also stable 1o
B-lactamase (penicillinase} produced by staph-
Klooocci. In addition, cefotaxime sodium shows
igh afﬁnitr for penicillin-binding proteins in
the cell wall, including PBP: 1b and Il
Cefotaxime sodium and aminoglycosides
have been shown to be synergistic in vitro
against some strains of Psewdomonas aarugi-
nosa but the clinical significance is unknown.
Susceptibility Tests

Nihine Tork—ic, na.




above 7.5, such as Sodium Bicarbonate
Injection,

Parenteral drug products should be inspected
visually for particulate matter and discoloration
prior to administration, whenever solution and
container permit.

HOW SUPPLIED: .

Cefotaxime for injection, USP is a dry off-white
to r;ale yellow crystalline powder supplied in
vials and bottles containing cefotaxime sodium
as follows:

Product NDC
No

, No.

313510 63323-335-10  Equivalent to 500 mg
cpfultaagrgse in i;jo mlL, .
single-dose vial, pack-
aged intwenty-five

313115 63323-331-15 Equivalentto1
cefotaxime in 10 mL,
single-dose vials, pack-
aged in twenty-five

313215 63323-332-15 Equivalentto 2
cefoladimein 10 mL,
single-dose vials, pack-
aged in twenty-five

313183  63323-331-63 Equivaien to 1 g
cefotaxime in 100 ml,,
Piggyback botties,
packaged in ten

313263 - 63323-332-63 Equivalentto 2
cefotadme in 100 mL,
Pigiyback battles,
packaged in ten

Also available as Pharmacy Bulk Package:

313361  63323-333-61 Equivalentto 10
cefotaxime in 100 mL,
Pharmacy Bulk Pack-
ages, packaged in ten

313461 63323-334-61  Equivalent to 20
cefotaxime in 100 mL,
Pharmacy Bulk Pack-
ages, packaged in ten

Prior to reconstitution, store dry powder at con-
trolled room temperature 15°-30°C (59°-86°F).

Protect from light.

NOTE: The dry malerial as weil as solutions tend
to darken depending on storage conditions
and should be protected from elevated tem-
peratures and excessive light.

REFERENCES:

1) Richmond, M.H. and Sykes, R.B.: The
B-Lactamases of Gram-Negative Bacteria
and their Possible Phgsiological Role,
Advgnces in Microbial Physiology 9:31-88,
1973,

2} National Committes for Clinical Laboratory
Standards. Methods for Dilution Antimicro-
bial Susceptibility Tests for Bacteria that
Grow Aerobically—Third Edition. Approved
Standard NCGLS Document M7-A3, Vol
13, No. 25, NCCLS, Villanova, PA, Decem-
ber, 1993,

3} National Committee for Clinical Laboratory
Standards. Performance Standard for Aritim-

crobial Disk Susceptibility Tests—Fifth Edli-
tion, Approved Standard NCCLS Document
M2-A5, Vol. 13, No. 24, NCCLS, Villanova,
PA, December, 1993,
National Committes for Clinical Laboratory
Standards. Methods for Antimicrobial Sus-
ceptibility Testing of Anasrobic Bactefia—
Third Edition. Approved Standard NCCLS
Document M11-A3, NCCLS, Villanova, PA,
December, 1993,
5) Cockeroft, D.W. and Gault, M.H.: Predic-
tion of Creatinine Clearance from Serum
Creatinine, Nephron 16:31-41, 1976.
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safety and effectiveness of cefotaxime sodium
in treating clinical infections due to these
microorganisms have not been established in
adequate and weil-controlled clinical trials:
Aerobes, Gram-negative:

Providenicia spp.

Saimonella spp. (including Sa/monelia typhi)

Shégeﬂa spp.
efotaxime sodium is highly stable in vitro to
four of the five major classes of 5-lactamases
described by Richmond et al.}, including type
lila {TEM) which is produced by many gram-
negative bacteria. The drug is also le to
EB-lactamase (penicillinase) produced by staph-
ococci. In addition, cefotaxime sodium shows
igh affinity tor penicillin-binding proteins in
the celi wall, including PBP; Ib and M.
Cefotaxime sodium and aminoglycosides
have been shown to be synergistic in vitro
against some strains of Pseudornonas aerugi-
nosa but the clinical significance is unknown,
Susceptiblily Tests
Dilution Techniques:
Cuantitative methods that are used to determine
minimum inhibitory concentrations (MIC's) pro-
vide reprocucible estimates of the susceptibil-
ity of bacteria to antimicrobial compounds. One
such standardized procedure uses a stan-
dardized dilution method! (broth or agar) or
equivalent with cefotaxime sodium powdoer.
The MIC values obtained should be interpreted
according to the following criteria:
When testing organisms2 other than
Haemophilus spp., Neisseria gonorrhoeae, and

Streﬁrococcus spp.

Interretation
<8 Susceptible {S
16-32 Intermediate (|
> 64 Resistant (R)
When testing Haemophitus spp.b
<2 Susceptible (S)
When testing Streptococcusd
Interpretation
<05 Susteptible (Sg
1 iMermediate (|
22 Resistant (R}

Whaen testing Neisseria gonorrhoeae®

<05 Susceptibie (g)

a. Staphylococci exhibiting resistance to methi-
cillin/oxacillin, should reported as also
resistant to cefotaxime despite apparent
in vitro suscaptibility.

b. Interpretive criteria is applicable only to tests
performed by broth microdilution method
using Haemophilus Test Media2,

¢. The absence of resistant strains precludes
defining any interpretations other tharn sus-
ceptible. .

9. Streptococcus pheumonias must be tested
using cation-adjusted Musller-Hinton broth
with 2-5% lysed harsa blood.

& Interpretive criteria applicable only to1ests per-

“formed by agar dilution method using GC agar
base with 1% defined growth supplement2,

A report of “Susceptible” indicates that the
pathogen is likely to be inhibited if the antimi-
crobial compound in the blood reaches the
concentrations usually achievable, A report of
“Intermediate” indicates that the result should
be considered equivocal and if the micro-
ofganism is not fully susceptible to aternative
clinicaily feasible drugs the test should be
repeated. This category implies possibie clini-
cal applicability in body sites where the drug is
physiologically concentrated or in situations
where high dosage of drug can be used. This
category also provides a buffer zone that pre-
vents small uncontrolied technicatfactors from
causing major discrepancies in interpretation.
A report of “Resistant” indicates that the
pathogen is not likely to be inhibited if the anti-
microbial compound in the blood reaches the
concentrations usually achievable, cther therapy
should be seiected.

Standardized susceptibility test procedures
require the use of laboratory control microor-
ganisms to control the technical aspects of the
taboratory procedure. Standard cefotaxime
sodium powder shoukd provide the following
MIC values:

~
3,




-
T,

Eschiarichia colf ATCC 25922 0.06-0.25
aeus ATCC 29213 14

Pseudomonas aeniginosa ATCG 27853 4-16
Haemophilys influenzaes ATCC 49247 0.12-05
Streplococcus preumoniaed ATCC 49619 0.06-0.25
Neissena gonorrhoeat ATCG 49226 0.015-0.06

= Ranges applicabie only to tests performed
brolg mit;rpgldilmion method using Haen'p?:!
philus Test MediaZ2,

b. applicable only to tests
broth microdilution method using cation-
adjusted Mueker-Hinton broth with 2-5% lysed

© Ranges applicable only totests periormed by
ar dilgt?gn method using GC agar bass
with 1% defined growth supplement=.

Diffusion Techniques:
Quantitative methods that require measure-
ments of zone diameters also provide repro-
duciblaesﬁmatesofmesusoepﬁbilityofbamm
to antimicrobial compounds, One such stan-
dardized procedure? requires the use of stan.
dardized inoculum concentrations. This
procedure uses paper disks impregnated with
30 mcg cefotaxime sodium to test the suscep-
tibility of microorganisms to cefotaxime sodium.
Repors from the laboratory providing results of
the standard single-disk susceptibility test using
a 30 mcg cefotaxime sodium disk should be
interpreted according to the toliowing criteria;
When testing organismsa other than Hasmo-
Philus spp., Neisseria gonorrhosae and Strap-
tococcus spp.,

223 © Susceptible (S;

15-22 Intermediate (|

<14 Resistant (R}
When testing Haemophilus s p.b

h -

2 26 Susceptible (S)

When testing Streptococcus other than Strepto-
COCCUS pneumoniae

228 Susceptible {S}
26-27 Intermediate (|
<25 Resistant (R)
When testing Neissena gonomhoeae®
ZLone Diameter {mm) mmuhg
23 Susceptibie (S}

% Staphylococd exhibiting resistance to methi-
cillinfoxacillin, should reported as alsp
resistant to cefotaxime despite apparent in
vitro susceptibility.

b. Interpretive criteriais ay plicable only to tests
performed by disk diffusion method using
Haemophilus Test Media3.

¢ The absence of resistant strains precludes
defining any interpretations other than sus.
ceptible.

9 Interpretive criteria applicable only to tests
performed by disk diffusion method using
GC agar base with 1% defined growt|
supplementd,

Interpretation should be as stated above for
results using dilution techniques. Interpreta-
tion invoives correlation of the diameter obtained
in the disk test with the MIC for cefotaxime
sodium.

As with standardized dilution techniques, dif-
fusion methods require the use of laboratory
control microorganisms that are used to control
the technical aspects of the laboratory proce-
dures. Forthe diffusion technique, the 30 m’g?
cefotaxime sodium disk should provide the fol-
lowing zone diameters in these laboratory test
quality contro! strains:

Zoon Diameder {(mm)
Escherichia col

ATCC 25922 29-35
Sr?rgiococcus aureus

TCC 25923 25-31

Pseudomonas aeruginosa

ATCC 27853 18-22

s influenzaed

ATCC 49247 31-38
Neisseria gonorrhoeat

ATCC 49226 38-48

2 Ranges licable only o tests performed by
disk diffzg%n method using Hasmophilus
Test Mediad.

b Ranges applicable only totests performed by
disk diffusion method using GCagar base with
1% defined growth supplement?,

Anasrobic Techniques:

For anaerobic bacteria, the susceptiblility to

cefotaxime sodium as MICs can be determined

bgtsatlandardized test methods4, The MIC values
obtained should be interpreted according tothe
following criteria;

<16 Susceptible (S?

3? Irtermoriata

) ._\\‘ . 7

cord) and postoperative use of Cefotaxime for
Injection may also reduce the incidence of cer-
tain postoperative infections. Seg DOSAGE
AND ADMINISTRATION.

Etfective use for elective surgery depends on
the time of administration. To achieve effective
tissue levels, Cefotaxime for Injection should
be gixen %10 1% hours before surgery. See
DOSAGE AND ADMINISTRATION.

For patients undergoing gastrointestinal
surgery, preoperative bowel preparation by
mechanical cleansing as well as with a non-
absorbable antibictic (e.g., neomycin) is rec-
ommended, -

K there are signs of infection, specimens for

culture should be obtained for identification of
the causative organism so that appropriate
therapy may be instituted.
CONTRAINDICATIONS:
Cefotaxime is contraindicated in patients
who have shown hypersensitivity to cefotaxime
sedium or the cephalosporin group of
antibiotics.

WARNINGS:

BEFORE THERAPY WITH CEFOTAXIME FOR
INJECTION IS INSTITUTED. CAREFUL
INQUIRY SHOULD BE MADE TO DETERMINE
WHETHER THE PATIENT HAS HAD PREV!-
OUS HYPERSENSITIVITY REACTIONS TO
CEFOTAXIME SODIUM, CEPHALOSPORINS,
PENICILLINS, OR OTHER DRUGS, THIS PROD-
UCT SHOULD BE GIVEN WITH CAUTION TO
PATIENTS WITH TYPE | HYPERSENSITIVITY
REACTIONS TO PENICILLIN, ANTIBIOTICS
SHOULD BE ADMINISTERED WITH CAUTION
TO ANY PATIENT WHO HAS DEMONSTRATED
SOME FORM OF ALLERGY, PARTICULARLY
TO DAUGS. IF AN ALLERGIC REACTION TO
CEFOTAXIME FOR INJECTION QCCURS,
DISCONTINUE TREATMENT WITH THE DRUG.
SERICUS HYPERSENSITIVITY REACTIONS
MAY REQUIRE EPINEPHRINE AND OTHER
EMERGENCY MEASURES.

During post-marketing surveillance, a poten-.
tially fite-threatening arrhythmia was reported
in aach of six patients who received a rapid
(tess than 60 seconds) boius injection of
cefotaxime through a central venous catheter.
Therefore, cefolaxime should only be admin-
istered as instructed in DOSAGE AND ADMIN-
ISTRATION.

Psaudmmb:ym:;::ﬂ:olltls has been
reporied nearly a bacterial agents,
Includir;'g.oefohxlme. and may rnn:ag:rom

threatening. Therefore, itis impor-
tantto consider s diagnosis in nts with
diarrhea subsequent 1o the adm, nistration of
antibacterial agents.

Treatment with antibacterial agents atters the
normal flora of the colon and may permit over-
growth of Clostridia. Studies indicale that a
toxin produced by Clastridium difficile is one
primary cause of antibiotic-associated colitis.

After the diagnosis of pseudomembranous
colitis has been established, appropriate ther-
apeutic measures should be initiated. Mild
cases of colitis may respond to drug discon-
tinuance alone. In moderate to severe cases,
consideration shouid be given to management
with fluids and electrolytes, protein supple-
mentation, and treatment with an antibacterial
drug clinically effective against Clostridium
difficile colitis.

When the colitis is not relieved by drug
discontinuance or when it is severe, oral van-
comycin s the treatrent of choice for antibiotic-
associated 8seudomembranous colitis
produced by C, difficite. Other causes of coli-
tis should also be considered.

PRECAUTIONS:
Celotaxime should be prescribed with caution
in individuals with a history of gastrointastinal

disease, j colitig,

i pri serum antibiotic
concentrations can occur from usual doses in
patients with b’ansianto;retsislem reduction of
urinary output because of renal insufficiency, the
total daily d should be reduced when
cefotaxime is administered to such patients,
Continuted dosage should be determined by

ree of renal impairment, severity ofinfection,
Susceptibility of the causative organism,
Although there is no clinical evidence sup-
porting the necessity of changing the dosage
of cefotaxime sodium in patients with even
profoundrenal dysfunction, it is suggested that,
until further data are obtained, the dose of
cefolaxime sodium be halvad in patients with
estimated creatinine clearances of less than
20 mL/min/1.73 m2.
When only serum creatinine is avadable, the
following formulas (based on sex, weight, and
age of the patient} mav be 11sed tn ronron thin




38-48

2 Ranges applicable only to tests performed by
disk diffusion method using Haemophilus
Test Mediad.

b. Ranges applicable only to tests performed by
disk diffusion method using GC base with
1% defined growth suppleinents.

Anaercbic Techniques:

For anaserobic bacteria, the susceptiblility to

cefotaxime sodium as MICs can be determined

gg standardized test methods*, The MIC values
ined should be interpreted according to the

Neissena %anormow“
ATCC 49226

following criteria:
<16 Susceptible (5}
32 Intermiediate (I
264 Resistant {R)

Interpretation is identical to that stated above
for results using dilution techniques.

As with other susceptibility techniques, the use
of controlm ranisms is required
to control the technical aspects of the labora-
tory standardized procedures. Standardized

ime sodium powder should provide the

tollowing MIC values:
Bacterpides fragilist
ATCC 25285 8-32
Bacteroides thetaiotaomicron
ATCC 20741 16-64
Eubacterium fantem
ATCC 43055 64-256

* Ranges applicable only to tests performed by
agar dilution method.

INDICATIONS AND USAGE:

Treatment

Cefotaxime for Injection is indicatad for the

treatment of patients with serious infections

caused by susceptible strains ofthe desi%:ated
microorganisms in the diseases listed below.

{1) Lower resplratory tract infections, inciud-
ing pneumonia, caused by Streplococcus
prneumoniae (formerly Diplococcus pneu-
moniae), Streptococcus pyogenes* (Group
A streptococci) and other streptococci
{excluding enterococci, e.g., Entarococcus
faecalis}, Staphylococcus aureus (penicil-
linase and non-penicilinase producing),
Escherichia coli, Klebsiella species,
Haemophilus influenzae (including ampi-
cillin resistant straing), Haemophilus para-
influenzae, Proteus mirabilis, Serratia
marcascens®, Enterobacter species, indole
positive Proteus and Pseudormonas species
(including P. aeruginosa).

{2) Genitourinary Intections. Urinary tract
infections caused by EMerococcus species,
Staphylococcus epidermidis, Staphylo-
coccus aureus®, (penicilinase and non-
penicillinase producing}, Citrobacter
spacies, Enterobacter species, Escherichia
cofi, Klebsiella species, Proteus mirabilis,
Proteus vulgaris*, Providencia stuartii, Mor-
ganeﬂa morganii*, Providencia retigen™,

orratia marcescens and Pseudomonas
species (including P. aeruginosa). Also,
uncomplicated gonorhea (cervical/urethral
and rectal) caused by Nejsseria gonor-
rhoeae, including peniciliinase producing
strains.

(3) Gynecologic Intections, including pelvic
inflammatory disease, endometritis and
pelvic cellulitis caused by Staphylococcus
epidermidis, Streptococcus species, Ente-
rococcus species, Enterobacter species®,
Kiebsieila jes*, Escherichia coll, Proleus
mirabilis, Bacteroides species (including
Bactervides fragilis*}, Clostridium species,
and anaerobic cocci (including Pep-
tostreptococcus species and Peplococcus
species) and Fusobacterium species {includ-
ing F. nucleatum™).

Cefotaxime for Injection, like other
cephalosporins, has no activity against Chiamy-
dia trachomatis. Therefore, when cephalo-
sporins are used in the treatment of patients with
pelvic infiammatory disease and C. trachome-
tis is one of the suspected pathogens, appropri-
ate anti-chlamydial coverage should be added.
(4) Bacteremia/Septicemis caused by

Escherichia coli, Klebsiella species, and
Serratia marcescens, Staphylococcus
aureus and Streptococcus species {includ-
ing S. preumoniae).

{5) Skin and skin structure Infections caused
by Staphylococcus aureus (penicillinase
and non-penicillinase producing},
lococcus epidermidis, Stre cuspzo—
genes (Group A streptococci) and other
streptococci, Enterococcus species, Acine-
tobacter species*, Escherichia coli, Cit-
robacter species (including C. freundii*),
Enterobacler species, Kiebsieila species,
Proteus mirabilis, Proteus vuigaris*, Mor-

anella morganii, Providencia rettgerf™,

seudomonas species, Sefralia marce-

scens, Bacteroides species, and anaerobic
-

e Vb be A R
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total daily dosage should be reduced when
cefotaxime is administered to such patients.
Continued dosage should be determined by
degree of renal impai f ity ofinfection,
and susceptibility of the causative organism.

Although there is no clinical evidence sup-
porting the necessity of changing the dosage
of cetotaxime sodium in patients with even
profound renal dysfunction, it is suggested that,
until further data are cbtained, the dose of
cefotaxime sodium be halved in patients with
estimated creatinine clearances of less than
20 mL/min/1.73 m2,

When only serum creatinine is avaitable, the
following formula® (based on sex, weight, and
age of the patient) may be used to convert this
value into creatinine clearance. The serum
creatinine should represent a steady state of
renat function.

Males: Weight (kg) x {1 40 .—_age)
72 x sefum creatinine

Femnales: 0.85x above value

As with other antibiotics, prolonged use of
cefotaxime may result in overgrowth of non-
susceplible organisms. Repeated evaluation
of the patient’s condition is essential, i super-
infection occurs during therapy, appropriate
measures shouid be taken.

As with other beta-lactam antibiotics, granu-
locytopenia and, more rarely, agranulocytosis
may deveiop during treatment with cefotaxime,
particularly if given over !onP periods. For
courses of treatment lasting longer than 10
dargsd, blood counts should therefore be moni-
tored.

Cefotaxime, like other parenteral anti-infective
drugs, may be locally irritating to the tissues. In
most cases, perivascular extravasation of cefo-
taxime responds to changing of the infusion site.
In rare instances, extensive perivascular extrava-
sation of cefotaxime may result in tissue dam-
age and require surgical treatment, To minimize
the potential for tissue inflammation, infusion
sites should be monitored reguiarly and
changed when appropriate.

Drug interactions

Increased nephrotoxicity has been repored
foHowing concomitant administration of
cephalosporins and aminoglycoside antibi-
otics.

Carcinogenesis, Mutagenesis

Long-term studies in animals have not been
performed 1o evaluate carcinogenic potential.
Mutagenic tests included a micronucleus and
an Ames tesl. Both tests were negative for
mutagenic effects.

Pregnancy (Cahgory B)

Reproduction studies have been performed in
mice and rats at doses up to 30 times the usual
human dose and have revealed no evidence of
impaired fertility or harm to the fetus because
of cefotaxime sodium. However, there are no
well-controlled studies in pregnant women,
‘Because animal |:'productfve studies are not
always predictive of human response, this drug
should be used during pregnancy only if clearly
needed.

Nonteratogenic Effects

Use of the drug in women of child-bearing
potential requires that the anticipated

weighed against the possible risks.

In perinatal and studies with rats, the
pups in the group given 1200 mg/kg of cefo-
taxime were significantly lighter in weight at
birth and remained smaller than pups Iin the
control group during the 21 days of nursing.
Nursing Mothers
Cefotaxame is excreted in human milk in low con-
centrations. Caution should be exercised when
cofolaxime is administered to a nursing woman.
Pediatric Use
See PRECAUTIONS above regarding peri-
-vascular extravasation.

ADVERSE REACTIONS:

Cefotaxime for injection is generally well toler-

ated. The most common adverse reactions
local reactions following IM or IV injec-

tion. Other adverse reactions have been encoun-

tered infrequently.

The most fraquent adverse reactions
{greater than 1%} are:

Local (4.3%) — Injection site inflammation with
IV administration. Pain, induration, and ten-
dermness after IM injection.

Hypersensitivity (2.4%) — Rash, pruritus,
fever, ecsinophilia and less frequently urticaria
and anaphylaxis.

Gastrointestinal {1.4%) — Colitis, diarrhea,
nausea, and vomiting.

Symptoms of pseudomembranous colitis
can appear during or after antibiotic treatment.

Nausea and vomiting have been reported
rarely.

Less frequem adverse reactions (less than
1%) are:

Cardiovascular System — Potentially life-
threatening arrhvthmias following rapid {less




Injection, Ijke other

Caphalosporing, hasnoacbvny‘ iy against Cf .

dia trachomatis. Therefore, w, 8N caphalo-
. - of bats .

Escherichia coli, Kiebsiellg Species, ang
Serratiy marcescens, Staphylococcus
aureus and Streptococcus species (inclug-
ing 8. Phsumoniag).

(5) Skinand skin Siructure infections Caused
by Staphylococcus aureus (pet;icillinase
and non-penicillinasg producing), -
lococeus epidermidis, Sasprococcuspgo‘
genes (Group A strep!ococci) and other

Stre, i i65, Acine-

, Spacies,
tobacter Species*, Escherichia coli, Cit-
fer species (including C. freundiivy,
Emterobacter Species, Klebsielia Species,
Proteus mirabifis, Proteys is*, Mor-
anelia morganij, Providenc retigeri*,
Seudomongs Species, Serratig marce-
Scens, Bactanoy Species, and anaerobic
cocei (inc!uding Peprostreprococcus"

species and Pepiococcus Species).
(8) lnmbdomlnal infections includingpeﬁ-
tonitis caused by Straptococeys Species*,

{including Peptustreprococcus‘ Specias
and Peprococcus‘ Species) Protous
mirabilis*, ang Clostridium Species®.

(7) Bone and/or Joint infections caused by
Staphyi i

9
fococcus speciag {incluging 8. W')'
Pseudomonas Specias (including . aeng-
inosa*), and Proteus mirabyy; s
{8) Cen_trnl_ nervous system Infections, 8.g.,

Pheumoniae* and Escherichia Coli*,
*) Eﬁicacyfbrmisorganism,in this oy em,
has been studiee in fewer than ig infections.
Although many strains of enterococei {e.g.,
S. feecaiis) and Pseudomonasv Species are

organisms,
gpecimans for bacteriologic cuiturg shouid be
obtained priarto therapy in order 1o isolate and
identify causative organisms and to determing
their Susceptibiiities to cefotaxime. Therap(
may be instituted before results of Susceptibil-

In certain caseg of confirmed or Suspected
gram-positive or gram-negative sepsis of in
Patients with other Serious infactions in which
the causative organism has not baen identified,

e

rotoxicity May be potentiat ed if cefotaxime
B cancomiantiy with an aminoglycoside.

The administration of Cefotaxime for Injection

Cedures (g.q., abdominal or vagmai hysterec.-
tomy, gastrointestinal and genitourinary tract
Surgery) that may be classified as contami-
nated ar potentiall Contaminated.

In patients undergoing cesarean section,
intraoperative (after clamping the umbilical

_____ ™ YSTEU 0 8 NUSIng woman,

Pediatric Uye
See PRECAUTIONS above regarding peri.
‘vascular oxtravasation.
ADVERSE REACTIONS:

ime for Injection is generaily weli tojgr-
ated. The ,g'ncglsi common adyers'a rsﬁqﬁpns

o

tered infraquently

The most fraquent adverge reactions
(greater than 1 %) are;

Local (4.39) —. Sita with
1'% administration, Pain, Induration, ang ten-
demess after I\ injection. -

Hyperspnsitivity (2.4%) — Rash, pruritys,

T, 80sinophitia ang iegs frequently urticaria
and anaphylaxis.
intesting) (1.4%) — Colitis, diarrhea,
Nausea, and vomiting.

Symptoms of Pseudomermbrangys colitis
¢anappear during or after amibiotictreatmant.

Niausea and vomiting have been reporteq
rarely.

1%Lo:rs.\:tuquomldvanemeﬂon.(imhn

ardiovascular System — Potenually Iife-
ening a ias foll wing rapid (iess

than 60 seconds bolus administration vig cen-

N8y — As with some other taphalesporing,

intarstitial nephritis and transient elevations of

N and creatining have N occasionally
observed with Cefotaxime for Injection.

DOSAGE aND ADMINiSTRATION:
Adults

grams.
BUIDEIJNBFBHDGSAGE
Of Erummemmmon
M
s, bl
m:aammm 05 ?mmrsn:,
gmnb?mmm ! :smd”:se)
g e P ey
g 36 Shremiors)
e g

Life 012 2
Rioctope " housn
W C. trachomays ig 2 Suspacted pamogc;r;
it &l hout
added, because.cefolaxime ium has no

activity against this organism,

To prevent POStoperative infection in conta-
mmamdorpotem;any C Surgery, the
recommended dose |5 g single Igram Moriy
administerad 30 to 90 minutes Prior 1o start of
surgery.

Cesarean Section Patients

The first dose of 1 gram is administereg intra-
venously as soon ag the umbilicg) cord is
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'S REVIEW NO. ~ #1
AADA #64-200
N D ADDRE ICANT
Fujisawa USA, Inc. | 3
Attention: Donald E. Baker
3 Parkway North '
Deerfield, IL 60015-2548

Phone: (847) 317-8876
Fax: (847) 317-7286

LE BAST R MI N
21 CFR §442.213a

Reference drug Claforan® by Hoechst-Roussel Pharmaceuticals
Inc. {Sterile powder for 500 mg, 1 g, 2 g, and 10 g under

10.

12.

NDA #50-547)
Patent will expire on 11/3/98.

PPLEMENT
N/A
PROPR Y
N/A

‘NON PR AR
Sterile Cefotaxime Sodium, USP -

SUPPLEMENT (s) PRQVIDE(s) FOR:

N/A

. AMENDMENTS AND OTHER DATES:.

Original application: 2/10/97u
"Acknowledge™ letter: 4/7/97

P 1 TE

Antibiotic

RELATED IND/NDA/DMF (s)

11. RX or OTC



13.

15.

l6.

17.

18.

19.

ARDA #64-201 (FUJlsawa s Pharmacy Bulk Package)

ARDA — e

DMF 3 — o ——

DMF § —
N _._—#_-"—“‘w
DME § ~—""
3 F.-—-W—.
DMF : — R
DMF . =7 0 o ey mmrns
DOSAGE FORM 14. POTENCY .
Sterile powder . 500 mg, 1 g and 2 g in 10 mL vials
1 gand 2 g in 100 mL vial (piggyback)
HEMI N
C16H16N5 Nao-,st M-Wt.': 477.46

RECORDS AND REPORTS
N/A

COMMENTS

N NS_AND RE N N
Not approvable (MAJOR} '

REVIEWER: . DATE COMPLETED:
Maria C. Shih 5/21/97 '

~ APPEARSTHIS WAY
ON ORGINAL
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CHEMIST'S REVIEW NO. ~ #2 . | L
'ANDA  #64-200
NAME AND ADDRESS OF APPLICANT
Fujisawa USA, Inc.
Attention: Donald E. Baker .
3 Parkway North '

Deerfield, IL 60015-2548

Phone: (847) 317-8876
Fax: (847) 317-7286

LEGAT, BASTIS FOR SUBMISSION
21 CFR §442.213a

Reference drug Claforan® by Hoechst-Roussel Pharmaceuticals
Inc. (Sterile powder for 500 mg, 1 g, 2 g, and 10 g under

NDA #50-547)
Patent will expire on 11/3/98.

SUPPLEMENT (s)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Sterile Cefotaxime Sodium, USP

SUPPLEMENT {s) PROVIDE(s) FOR:
N/A '

' AMENDMENTS AND OTHER DATES:

Originai application: 2/10/97

"Acknowledge" letter: 4/7/97

Amend 10/20/97 to N/A letter (MAJOR) 5/29/97

PHARMACOLOGTICAT, CATEGORY —. 11. Rx or OTC



12.

13.

15.

16.

17.

Antibiotic o rxe

RELATED IND/NDA/DME(s) -

ANDA #64-201 (Fujisawa's Pharmacy Bulk Package)
AADA o
DMF 1§ -
DMF 3 i
DMF -
DMF
DMF :

ey s g

R

DOSAGE FORM 14. PQTENCY
Sterile powder 500 mg, 1 g and 2 g in 10 mL vials
1 g and 2 g in 100 mL vial (piggyback)

CHEMICAL NAME AND STRUCTURE .
C,.H,N; Na0,S, M.Wt.= 477.46

RECORDS AND REPORTS

N/A

'COMMENTS

In Amendment -10/20/97 Firm answers our concerns in order:
(A1l answerS;are_acceptable; e ANDA_#**m—mﬁm;
still pending) ' '

Qi. We note that the required release testing of the active
ingredient was performed at . -

Fujisawa USA, Inc.
2045 N. Cornell Avenue
Melrose Park, IL 60160

Is this going to be the practice-with the commercial

2
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10.

12.

0

’ VIEW NO. '#3-(Revised)-'

ANDA  #64-200

NAME AND ADDRESS OF APPLICANT

American Pharmaceutical Partners, Inc.
(Formerly Fujisawa USA, Inc.)
Attention: Tom Stohoff

2045 N. Cornell Avenue

Melrose Park, IL 60160

Phone: 708-547-2384

Fax: 708-343-4269

LEGAL BASIS FOR SUBMISSION
21 CFR §442.213a

Reference drug Claforan® by Hoechst~Roussel Pharmaceuticals
Inc. (Sterile powder for 500 mg, 1 g, 2 g, and 10 g under
NDA #50-547). Patent will expire on 11/3/98.

SUPPLEMENT (s}
N/A

PROPRIETARY NAME
N/A

Sterile Cefotaxime Sodium, USP

SUPPLEMENT (s) PROVIDE(s) FOR:
N/RA A

AMENDMENTS AND OTHER DATES:
Original application: 2/10/97
"Acknowledge" letter: 4/7/97

. amend 10/20/97 to N/A letter (MAJOR) 5/29/97 . -

PHARMACOLOGICAL CATEGORY | . 11. Rx or OIC
Antibiotic - . . : T . Rx-

REIATED IND/NDA/DMF(s) .

ANDA #64-201 (Fuijisawa’s Pharmacy Bulk Package)
AADR — T e : N

e i—,
DMF 3§
DMF NESE—




13. - | | o
. Sterile powder 500 mg, 1 g and 2 g in 10 mL vials

15.

16.

17.

18.

'19.

DMF *——"" —

‘DMF T T | : -

14.

1 g and 2 g in 100 miL vial (piggyback)

CHEMICAL NAME AND STRUCTURE
T QL HyNs NaO,S, . M.WE.= 477.46

 RECORDS. AND REPORTS

N/A

COMMENTS
Status!

CONCLUSIONS AND RECOMMENDATIONS
Approval recommended {pending EER)

REVIEWER: . DATE COMPLETED:

Maria C. Shih 4/13/98 (revisedl9/10/98)
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10.

12.

CHEMIST'S REVIEW NO. $#4 (revised) =

ANDA #64-200

NAME AND ADDRESS OF APPLICANT

American Pharmaceutical Partners, Inc.
(Formerly Fujisawa USA, Inc.}
Attention: Tom Stothoff

2045 N. Cornell Avenue

Melrose Park, IL 60160

Phone: 708-547-2384

Fax: 708-343-4269

LEGAL BASIS FOR SUBMISSION
21 CFR §442.213a

Reference drug Claforan® by Hoechst-Roussel Pharmaceuticals
inc. {(Injectien for 500 mg, 1 g, 2 9, and 10 g under NDA
¥50-547) . Patent expired on 11/3/98.

SUPPLEMENT (S)
N/A

PROPRIETARY NAME
N/A

NONPROPRIETARY NAME
Cefotaxime for Injection USP
(Former title: Sterile Cefotaxime Sodium, USP)

SUPPLEMENT(S)'PROVIDE(S) FOR:
N/A

AMENDMENTS AND OTHER DATES:

Original application: 2/10/97

"acknowledge™ letter: 4/7/97

Amend 10/20/97 to N/A letter (MAJOR)} 5/29/97
Amend 2/24/00 (EER) _ ‘
Amend 3/14/00 (Telephone)

PHARMACOLOGICAL CATEGORY 11. Rx oxr OTC
Antibiotic . Rx

RELATED IND/NDA/DME(s)+

ANDA #64-201 (Fujisawa’s Pharmacy Bulk Package)
AADA filommmonm® -




13.

14.

15.

16.

17.

DMF & —— —

DMF 4 —— - -

DMF # — s
DMF # -,
DMF #. ~— ——
AADA — ' was converted into DMF # —

9/30/98. An Inform;tioi Request letter is being prepared
for this DMF (3/14/00) .

DOSAGE FORM
Sterile powder

POTENCY
500 mg, 1 g and 2 ¢ in 10 mL vials
1 g and 2 g in 100 mL vial (piggyback}

CHEMICAL NAME AND STRUCTURE

Ccefotaxime Sodium. 5-Thia—1—azabicyclo[4.2.0]oct-2—ene—2-
carboxylic acid, 3-[(acetyloxy)methyl]—?—[[(2—amino—4—

thiazolyl)(methoxyimino)—acetyl]amino]—B—oxo, monosodium
salt, [6R-[6a,TB(2)]]~-. C.¢H1¢NsNaO7Sz. 477.45. 64485-93-4.

Antibacterial.
NaO 0]
: O
S (o}
(0]
HN—( j]\n/u\ r@%»/\o)kcm:1
N e
N H H H S
: ~OCHs

RECORDS AND REPORTS
N/A

COMMENTS : .
This application was recommended for approval by Antibiotic
Branch (pending EER issue) and signed out by then Deputy
Director F. Fang 10/30/98. N/A letter was issued 11/12/98
citing CGMP problems for the ~ — o= TE£ 18 NOW
acceptable (EER dated 2/18/00). In Amendment 2/24/00, APP
states there have been no significant changes to the
innovator’s labeling since AFP supmitted FPL on 8/10/98.

Phone call was made to APP 3/13/00 (see memo) asking them to
update their specifications for the drug substance and :
finished product according to current USP. Firm did so in
Amendment 3/14/00.



18.

19.

Status:

A. The waiver of in vivo biocequivalence study was granted
8/1/97.
B. Microbiology found acceptable per A. High (3/20/98).

c. EER is acceptable (2/18/00).

D. Samples were found to be acceptable {Report dated.
8/19/97) .
E. Labeling is acceptable (9/3/98) .

CONCLUSIONS AND RECOMMENDATIONS
Approval recommended

REVIEWER: DATE COMPLETED:
Maria C. Shih 3/9/00 (revised 3/14/00)
~ APPEARS THIS WAY
ON ORIGINAL
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CENTER FOR DRUG EVALUATION -
AND RESEARCH E

APPLICATION NUMBER:
64-200

MICROBIOLOGY REVIEW



cc:

OFFICE OF GENERIC DRUGS, HFD-640
Microbiologist’s Review #1
May 22, 1997

1. AADA 64-200 N

APPLICANT Fujisawa USA, Inc.

PRODUCT NAME: Sterile Cefotaxime Sodium USP
DOSAGE FORM AND ROUTE OF ADMINISTRATION: 500 mg/10 mL,
1 g/10 mL, 2 g/10 ml Single-Dose Vials for Intravenous
and Intramuscular use, 1 g/100 mL and 2 g/100 mL
Piggyback Vials for Intravenous Infusion.

4. METHOD (S) OF STERILIZATION.: s
5. PHARMACOLOGICAL CATEGORY: Anti-infectivel

w N

1.  DATE OF INITIAI, SUBMISSICN: February 10, 1997
Subject of this Review
(Received February 11, 1997)

2. DATE OF AMENDMENT: None ———————u .

3. RELATED DOQCUMENTS: DMF ] ST
. DMF et T~ S . Bk kb
DMF - o e ims oo,
DMF — T
DMF = g o v 1 -..,\_4:,_,,7_._*,:,_,“;,%‘,“_ . T ———
4. ASSIGNED FOR REVIEW: 5/19/97

REMARKS: The application provides for the filling of the
subject drug product at the Grand Island, New York
facility. The subject drug product is '
the  .—

CONCLUSTIONS : The submission is not recommended for ,
- approval on the basis of sterility assurance.
Specific comments are provided in "E. Review
Notes" and "Microbiology Comments to be
Provided to the Applicant™. The Drug Master
File (DMF) holder will be notified of
deficiencies found in the Type V DMF ~—————

The AADA ‘" T —— T ) -~
is not approved The AADA holder has been

ﬁo.b-i.-ﬁé\ed. [ = -
RO A £lz/a3
Anarea S. High, Ph.\D.
Original AADA R
Duplicate AADA — flE/q7
Division Copy /b"/ A
Field Copy.

Drafted by A. High, HFD 640 x:wp\microrev\64-200
Initialed by F. Fang or F. Holcombe, Jr.
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AADA 64-200 IVICTODIOIOZISE S KEVIEW #1

Microbiology Comments to be Provided to the Applicant

AADA 64-200 APPLICANT: Fujisawa USA, Inc.

DRUG PRODUCT: Sterile Cefotaxime Sodium USP, 500 mg/10 mL, 1

g/10 mL, 2 g/10 mL Single-Dose Vials and 1 g/100
mL and 2 g/100 mL Piggyback Vials.

Microbiology Deficiencies:

The referenced AADA —— has not been approved. The
AADR holder has been notified of the deficiencies.

The ——— referenced in Vol. 1.1, p. 00100184

indicated that Sterile Cefotaxime Sodium USP will be
: The

e AR R
e i Wi T T T e R

T i o e A - ” Please
specify which facility is used for the subject drug
product for both the exhibit batches and future
production batches.

The Type V Drug Master File (DMF) e Anendment 1,
dated 12/13/95 was found to be deficient. The DMFE
holder has been notified of the deficiencies.

The Type V Drug Master File (DMF) ‘=== Amendment 2,
dated 2/7/97 was found to be deficient. The DMF holder
will be notified of the-deficiencies.

In addition to responding to the deficiencies presented
above, please note and acknowledge the following comments in
your response:

Page 5



AALIA O-LUY IWLICTUOIVIUEISL 5 INCVICW # i

Please clearly identify your amendment to this facsimile as
“RESPONSE TO MICROBIOLOGY DEEICIENCIES”. -

Sincerely yours,

/1N ._»-,1{ L
k= /
Frank O. Holcombe, Jr.} Ph.D.
Director
Division of Chemistry II

Office of Generic Drugs :
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL

Page 6



“cct

- OFFICE OF GENERIC DRUGS, HFD-640

Microbiologist's Review #2
March 20, 1998

.. AADA  64-200

APPLICANT Fujisawa uvsa, Inc.

2.  PRODUCT NAME: Sterile Cefotaxime Sodium USP

3. pDoSAGE FORM AND ROUTE OF ADMINISTRATLON: 500 mg/1l0 mL,
1 g/10 mL, 2 g/10 mL single-Dose Vials for Intravenous
and Intramuscular use, 1 g/100 mL and 2 g/100 mL
Piggyback Vials for Intravenous Infusion.

4. METHOD (S) OF STERILIZATION: ——*”’””—'f'_"?‘”—*‘
5. EHARMACOLQGICAL CATEGORY: Anti-infective
1. DATE_OF INITIAL SUBMISSION: February 10, 1997

(Received February 11, 1997)
2. DATE_OF AMENDMENT : October 20, 1997

subject of this Review (Received October 21, 1997)

5.  RELATED DOCUMENTS: DMF vy — — —

A e
4. ASSIGNED FOR REVIEW: 3/20/98

REMARKS: The subject amendment provides for the response to
the microbiology deficiencies in the
correspondence dated June 6, 1998.

CONCLUSIONS: The submission is recommended for approval on
the basis of sterility assurance. specific
comments are provided in "E. Review Notes".

. The AADA — e
has been recommended for approval for
microbiology/sterility assurance issues as of

S [SE |
. _z(2e[9%

—RIIULLSQ O+ -.41gn, Pno m
original AADA _ / 4 /
puplicate AADA 3
pivision Copy / S / ? ¢
Field CobYy
prafted by A. High, HFD 640 x:wp\microrev\64—200a
Initialed by F. Fand or F. Holcombe, Jr.




;;ADA 64-200 M_icrpbiologist’s Review #2

antp———

E. REVIEW NOTES:

The applicant has responded to the correspondence dated
June 6, 1997. The original questions are jtalicized.

-

Response:
The applicant acknowledged that the application was not
approved. ‘

Comment:
As of January 25, 1998, the sterility assurance/microbiology

tion of the RADA ~—— was recommended for approval.

sec
2. -
L - P T R
/-'-"“M i .
2 a
- B ) . ) i . i e K l’h‘-_ E
. 3
3. The Type V Drug Master File (DMF) = . Amendment 1, dated

12/13/95 was found to be deficient. The DMF holder has been
notified of the deficiencies.

Response: ’
: The applicant stated that an amendment was submitted to the

DMF on October 2, 1997. The deficiency items noted in the DMF
. were addressed and found sufficient on November 20, 1997.

4. The Type V Drug Master File (DMF) " Amendment 2, dated

2/7/97 was found to be deficient. The DMF holder will be
e notified of the deficiencies.

“'Response:

oy The applican
»'DMF on October 17, 1997.
L.were addressed and found sufficient on March 19,

Acceptable

t stated that an amendment was submitted to.the
The deficiency items noted in the DMF
1998.

Page 2
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Microbiology Comments to be Provided to the Applicant
AADA 64-200 APPLICANT: Fujisawa USA, Inc.

DRUG PRODUCT: Sterile Cefotaxime Sodium USP, 500 mg/10 mL, 1
g/10 mL, 2 g/10 mL Single-Dose Vials and 1 g/100
mL and 2 g/100 mL Piggyback Vials.

A. Microbiology Deficiencies:

1. The referenced AADA _—.— has not been approved. The
AADA holder has been notified of the deficiencies.

2. The * ~———— referenced in Vol. 1.1, p. 00100184

indicated that Sterile Cefotaxime Sodium USP will be
—. The

— . § - BT Please
specify which facility is used for the subject drug
product for both the exhibit batches and future
production batches. -

3. The Type V Drug Master File (DMF) woe—= Amendment 1,
dated 12/13/95 was found to be deficient. The DMF
holder has been notified of the deficiencies.

4. The Type V Drug Master File (DMF) ==/ Amendment 2,
dated 2/7/97 was found to be deficient. The DMF holder
will be notified of thg deficiencies.

B. In addition to responding to the deficiencies presented
above, please note and acknowledge the following comments in
your response:

You may want to consider providing information
regarding the ' RS -

R i

Page 5



W
'

Please clearly identify your amendment to this fac51m11e as
“RESPONSE TO MICROBIOLOGY DEFICIENCIES”.

Sincerely yours,

/ ﬂ '
&
Frank Ochombe, Jr.}) Ph.D.

Directo
Division of Chemistry II

Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS THIS WAY
0K ORIGINAL

Page 6



CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:
64-200

BIOEQUIVALENCE REVIEW



JL -7 997

Sterile Cefotaxime Sodium, USP ' Fujisawa USA; Inc.

500 mg, 1 g, and 2g/10 mL vial; 1g and 2 g/100 mL Melrose Park, IL

AADA # 64-200 Submission Date:

Reviewer: AP Patel April-$6,-1997— s
File: X:wpfile\biofinah64200w.497 . Februst / 19,997

REVIEW OF A WAIVER REQUEST
Background:
The sponsor has submitted an AADA in support of its test product sterile cefotaxime
sodium injection 500 mg, 1 g, and 2g/10mL vial; 1 g and 2 g/100 mL vials. Waiver of in
vivo demonstration of bioequivalence is requested. The reference listed drug (RLD) is
Claforan® (NDA #50-547) made by Hoest-Roussel.

Introduction:
Sterile cefotaxime sodium, USP is a semisynthetic, broad spectrum cephalosporin
antibiotic for parenteral administration.

Comments:

1. The test product and RLD are identical with regard to conditions of use, dosage
form , active ingredient, routes of administration, and strengths.

2. Table 1 shows the comparative formulations of the test product and RLD.

3. The sponsor is requesting waiver of in vivo bioequivalence study requirements
according to 21 CFR Part 320.22(b)(1) since the proposed test product will be a
parenteral solution intended solely for administration by injection and contains the
same active and inactive ingredients in the same concentration as the RLD.

Recommendation:

The Division of Bioequivalence does agree that the information submitted by Fujisawa
demonstrates that sterile cefotaxime sodium, USP (500 mg, 1 g, and 2 g/10 mL vial; 1 g
and 2 g/100 mL vials) falls under 21 CFR Section 320.22(b)}(1} of the
Bioavailability/Bioequivalence Regulations. The waiver of in vivo bioequivalence study for
the test product sterile cefotaxime sodium, USP {500 mg, 1 g, and 2 g0 mL vial; 1 g and
2 g/100 mL vials) is granted. From the bioequivalence point of view, the test product
sterile cefotaxime sodium, USP (500 mg, 1 g, and 2 g/10 mL vial; 1 g and 2 g/1 00 mL
vials) is deemed Bioequivalent to Claforan®500 mg, 1 g, and 2 g/10 mL vial; 1 g and 2
@/100 mL vials) manufactured by Hoest-Roussel.

The firm should be informed of the recommendation.



a

[
A.P.Patél -
Division of Bioequivalence -
Review Branch Il

RD INITIALED RMHATRE '

FT. INITIALED RMHATRE N [« _Date: £//%47
Ramakant M. Mhatre, Ph.D. | i

Chief, Branch il

Division of Bioequivalence

Concur | A ’

Nicholas M. Fleischer, Ph.D. ) ’Ql . - Date: _Z/9 lq?'
Director e

Division of Bioequivalence

cc: 64-200 (original}, A.P.Patel, HFD-650 (Director), Division File, Drug File

APPEARS THIS WAY
ON ORIGINAL



- CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

64-200

ADMINISTRATIVE
DOCUMENTS



ANDA APPROVAL SUMMARY =
ANDA #: 64-200 DRUG PRODUCT: Cefotaxime for Injectioﬁ_USP
FIRM: Americap Pharmaceutical Partners, Inc.
DOSAGE: Sterile powder for injection

STRENGTH: 500 mg, 1 g and 2 g in 10 mL vials
1 g and 2 g in 100 mL vial (piggyback)

CAMP STATEMENT/EIR UPDATE STATUS: Acceptable 2/18/00.
BIO STUDY: Waiver granted (8/1/97).

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
Acceptable (Report dated 8/19/97).

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN CONTAINER
SECTION): The container/closure system used in the stability study is
the same as those described in the container section.

LABELING: Acceptable 9/3/98.
STERILIZATION VALIDATION: Acceptable per A. High (3/20/98).
SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?): N/A

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE THEY
MANUFACTURED VIA THE SAME PROCESS?):

The executed batch records for all stability lots (R036-008, -009, -006,
-010 and -007; —=<of the proposed maximum production size) are included.
See Review under #20. COMPONENTS AND COMPOSITION for the proposed maximum
production size. - :

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): See above.

Specifications for active ingredient: Under #23A

Specifications for the finished product: Under #28 and #29

CHEMIST: Maria C. Shih DATE: 3/9/00
SUPERVISOR: Richard Adams ’131‘:\'!: 3/ 14l
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ANDA APPROVAL SUMMARY
ANDA #: 64-200 DRUG PRODUCT: Sterile Cefuroxime Sodium USP

FIRM: American Pharmaceutical Partners, Inc. (Formerly Fujisawa
USA, Inc.)

DOSAGE: Sterile powder for injection

STRENGTH: 500 mg, 1 g and 2 g in 10 mL vials
1l gand 2 g in 100 mL vial (piggyback)

CAMP STATEMENT/EIR UPDATE STATUS: Pending
BIO STUDY: Bio waiver is granted (8/1/97).

METHOD VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
Samples are found to be acceptable (Report dated 8/19/97).

STABILITY - (ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN CONTAINER
SECTION): The container/closure system used in the stability study is
the same as those described in the container section.

LABELING: Acceptable 9/3/98.
STERILIZATION VALIDATION: Acceptable per A. High {(3/20/98).
SIZE OF BIO BATCE (FIRM'S SOURCE OF NDS OK?): N/A

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE THEY
MANUFACTURED VIA THE SAME PROCESS?):

The executed batch records for all stability lots (R036-008, -009, -006,
-010 and -007; - of the proposed maximum production size) are included.
See Review under #20. COMPONENTS AND COMPOSITION for the proposed maximum
production size.

PROPOSED PRODUCTION BATCH - (MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?): See above.



Specificationg for active iﬁgredient: Under #23A

Specifications for the finished produc;: Under #28 aﬁd #29

/ﬂ/;;/f,
CHEMIST: Maria C. Shih ’ DATE: 9/10/98
SUPERVISOR: John Hay DATE- 9/10/98
lr"s(i !0 LB Y

APPLARS THIS WAY
ON ORIGINAL



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

AADA Number: 64-200 Date of Submission: February 10, 1997
and April 15, 15997

Applicant’s Name: Fujisawa USA, Inc.

Established Name: Sterile Cefotaxime Sodium USP, single dose
vials: 500 mg/10 mL, 1 g/ 10 mL, 2 g/10 mL
vials and 1 g/100 mL & 2 g/100 mL piggyback
vials (base)

Labeling Deficiencies:

1. CONTAINER 500 mg/10 mL, 1 g/ 10 mL, 2 g/10 nL vials
and 1 g/100 mL & 2 g/100 mL piggyback vials

a. We encourage you to differentiate between your two
product strengths by the use of boxing,
contrasting colors, or some other means.

b. Please add an “Each vial contains...” statement.

c. Delete ° ." and replace it
with the following: '

Prior to Reconstitution: Store dry powder at
controlled room temperature 15°-30°C(59°-86°F).
Protect from light.
2. CARTON 25s for vials and 10s for piggyback bottles
See comments under CONTAINER.
3. INSERT
a. DESCRIPTION

i. ...antibiotic for intramuscular and
intravenous administration....

ii. Please label the structural formula and
: molecular formula.

iii. You may delete the ———W information.



iv. Revise the last sentence as follows:

___ " wvial contains sterile cefotaxime sodium

USP equivalent to 500 mg, 1 gram, or-2 gram
cefotaxime.

INDICATIONS AND USAGE
Please use “cefotaxime” rather than ‘ ™=

— —=+ in the paragraphs
following item 8.

CONTRAINDICATIONS

Please use “‘cefotaxime” rather than " ucmmeess

PRECAUTIONS
i. ©Please use *cefotaxime” rather than ' ===
- “ in this section.

ii. carcinogenesis, Mutagenesis,
S el — "= Delete " _ ~—— T r—
form the subsection heading.

DOSAGE AND ADMINISTRATION

i. Impaired Renal Function - See PRECAUTIONS
section. (add *section” to the title)

Please revise the two subsection heading

-
[
-

~—— " and “Compatibility and Stability” -
They should appear without the bold print to
be consistent with your format for subsection
headings under the DOSAGE AND ADMINISTRATION
section.

iii. Add the parenteral statement: “Parenteral
drug products should be inspected visually
for particulate matter and discoloration
prior to administration, whenever solution
and container permit.”

HOW SUPPLIED

i. Create an “Also available as” category and
place the Pharmacy bulk package information
therein.

ii. Store dry powder at controlled room
temperature 15%-30°C (59°-86°F). Protect from
light."



Please revise your labels and labeling, as instructed above,

and submit final print container labels and draft insert
labeling. -

Please note that we reserve the right to request further
changes in your labels and/or labeling based upon changes in
the approved labeling of the listed drug or upon further
review of the application prior to approval.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide a
side-by-side comparison of your proposed labeling with your
last submission with all differences annotated and

explained. P
IS 7

_.//
Jefry Phillips

rector ,
Division of Labeling and Program Support
Ooffice of Generic Drugs
Center for Drug Evaluation and Research

APPfARS THIS WAY
ON ORIGINAL



anl nnqnq

" W g \J
DEPARTMENT OF HEALTH AND HUMAN SERVICES o o, gff_'g;gi{”
PUBLIC HEALTH SERVICE See OMB Statement on Page 3

FOOD AND DRUG ADMINISTRATION FOR FDA USE ONLY

ICATION TO MARKET A NEW DRUG FOR HUMAN USE |srrmemer—Tomeres
OR AN ANTIBIOTIC DRUG FOR HUMAN USE

(TITLE 21, Code of Federal Regulations, 314) DIVISIGNASSIGNED | NDA/ANDA NO. ASS.

NOTE: No application may be filed unless a completed application form has been received (21 CFR Part 314).

OF APPLICANT 7 DATE OF SUBMISSION
awa USA, Inc. | February 10, 1997
] [TELEPHONE NG, (include Area Code)
ESS (Number, Stree!, City, State, and Zip Code) 847) 317-8876
ay North, 3rd Floor NEW DRUG OR ANTIBIOTIC APFLICATION

NUMBER (¥ previously issued)

Jerfield, Il 60015-2548

P DRUG PRODUCT

'ABLISHED NAME (e.g., USP/USAN) : PROPRIETARY NAME (If any)
yrite Cafotaxime Sodium, USP (SVP) NA
RERAME (I any) CHEMICAL NAME
}610, 313115, 313163, 313215, 313263
k Please refer to package insert.
}BAGE FORM ROUTE OF ADMINISTRATION STRENGTH(S)
’ 500
wile Powder For IM or IV administration. mg,1gand2g
POSED INDICATIONS FOR USE
l taxime Sodium, USP is indicated for the treatment of patients with serious infections caused by susceptible strains of

anisms. Please refer to package insert for the designated diseases,

' NUMBERS OF ALL INVESTIGATIONAL NEW DRUG APPLICATIONS (21 CFR Part 312), NEW DRUG COR ANTIBIOTIC APPLICATIONS (21
Part314), AND DRUG MASTER FILES (21CFR 314.420) REFERRED TO IN THIS APPLICATION:

TR T - -
mBDMF. <
mMOMF. - : ; S—
P. DMF7 . e s s Ly
. WEDMF}  rmanee N
BVDMF: —, Fujisawa USA. Ine, ——— "~ __ .+ (Grand Island)
. INFORMATION ON APPLICATION
& i ———————

TYPE OF APPLICATION (Check one)

: THIS SUBMISSION IS A FULL APPLICATION (21 CFR 314.50) E THIS SUBMISSION IS AN ABBREVIATED APPLICATION (ANDA} (21 CFR 314.55)

L IF AN ANDA, IDENTIFY THE APPROVED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
W& OF DRU HOLDER OF APPROVED APPLICATION

_h"ﬂ (Starile Powder) Hoechst-Roussel Pharmaceuticals Inc.
— TYPE SUBMISSION (Check ane}
DPnEsuawss:on [CJaN AMENDMENT TO A PENDING APPLICATIER E‘.‘I{"";MPEEEﬁNTAL APPLICATION
- - T T e BT
ORIGINAL APPLICATION [CJresuemission

--

REGULATION(S) TO SUPPORT CHANGE OF APPLICATION (e.g., Part 314.70(b)2)(iv)) s

. ' PROPOSED MARKETING STATUS (Check one)

L APPUCATION FoR A PRESCRIPTION DRUG PRODUCT (Rx) [ ] APPLICATIOR FOR AR
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g A PHARMACEUTICAL
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-

March 14, 2000

Mr. Douglas Sporn, Director A R C H I v A L
Office of Generic Drugs

CDER, Food and Drug Administration, HFD-600

Meiro Park North II ORIQ AMENDMENT
7500 Standish Place, Room 150 . ,’, \ DM
Rockville, Maryland 20855-2773 NIAM

RE: ANDA 64-200
Ccfotaxime for Injection, USP (SDV)
Manufacturing Site: Grand Island, NY

MINOR TELEPHONE AMENDMENT

Dear Mr. Sporn:

Reference is made to American Pharmaceutical Partners, Inc.’s (APP) Abbreviated New Drug
Application for Cefotaxime for Injection, USP (ANDA 64-200}. Reference is also made to a
telephone cemmunication with Mark Anderson and Maria Shih of FDA's Office of Generic
Drugs on March 13 and March 14, 2000.

This telephone amendment is being submitted to provide updated specifications for both the
active pharmaceutical ingredient and the drug product to conform to USP. Spec1ﬁcanona for
Cefotaxime Sodium, USP and Cefotaxime for Injection, USP are provided.

In compliance with 21 CFR’ §314.96(b), a true and complete copy of this correspondence is being
provided to Ms. B. Holman, District Director, Buffalo District Office, Food and Drug
Administration, 300 Pearl Street, HFR-NE300, Buffalo, NY 14202.

If you have any questions or require additional information cbncerning this application, please do
not hesitate to contact the undersigned at (708) 547-2384 or Nancy Bauer, Associate Director,
Regulatory Affairs at (708) 547-2381.

Sincerely, -

-

Tom Stothoff
Sr. Regulatory Scientist

MAIN TELEPHONE (708} 343-6100

2045 NORTH CORNELL AVENUE TELEFAX (708) 547-4429
MELROSE PARK, IL 60140-1002 www. appdrugs.com




Y A e U, TN

- 24, 2000 ORIG AMENCMEYT _ ARCH' VAL

Douglas Sporn, Director NITW

FOffice of Generic Drugs L N F ; /[/Z 7 Q; ;/) /_‘ i
CDER. Food and Drug Administration, HFD-600 : f’L 3] = 2 f{ v <
Metro Park North II ,

7500 Standish Place, Room 150

Rockville, Maryland 20855-2773

RE: ANDA 64-200 .
Cefotaxime for Injection, USP (SDhV)
Manufacturiag Site: Grand Island, NY

MINOR AMENDMENT

Dear Mr. Spom:

Reference is made to the FDA's “not approvable” letter dated Novernber 12. 1998 for

American
Pharmaceutical Partners, Inc.’s (APP} Abbreviaicd New Drug Appiization for Cefotaxime for
Injection, USP {ANDA 64-200). This letter indicated QUM i

bt s ke b o

> s not in compliance with current Good Manufacturiag
Practices.

APP has been notified by the manufacturer that as a resull of FDAs recent mspection of “se——

facility, ~—— nus satisfactoriiy resolved all cGMP related issues, Furinermore, according to
FDA’s website, there have been no significant changes to the reference listed diug’s (Claforan}
product labeling since APP submitted Finai Printed Labeling (FPL} on August 10. 1998,

In compliance with 21 CFR §314.96(b), a true and complete copy ol this correspondence is being
provided to Ms. B. Holman, District Director, Buffalo District Office, Food and Drug

L9

rri__r_Admmistraticn, 300 Pearl Street, HFR-NE300), Buffalo, NY 14202,

% YOU have any questions or require additional information concerning this a
itate to contact the undersigned at (708) 547-2334
Blatory Affairs at (708) 547-2381.

prlication, pleasz do
or Nancy Bauer, Associate Director,
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. Tel. {847} 317-8800 ¢ Tolofax (847) 317-72886

‘ ao
‘ FUJISAWA USA, Inc. F
Parkway North Center, Three Parkway North MI H S @ W @
Q'"‘ Deerfield, linocis 60015-2548 . \

October 20, 1997

Mr. Douglas Sporn, Director NDA &7 o IRTMT
Office of Generic Drugs )
CDER, Food and Drug Administration, HFD-600 !\J‘ ! F(_',.

Metro Park North II j

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: AADA 64-200 ,
Sterile Cefotaxime Sodium, USP (SVP)
Manufacturing Site: Grand Island, NY

MAJOR AMENDMENT

Dear Mr. Sporn:

Reference is made to the correspondences dated May 29, 1997 and June 6, 1997 (attached).
These correspondence listed chemistry, labeling and microbiology deficiencies for the above

a mentioned application. The responses are provided in order of their request in the letters
following a verbatim excerpt from the letter.

Please note that the retention samples requested in the May 29, 1997 correspondence were
sent on June 11, 1997.

In compliance with 21CFR§314.96(b) a true and complete copy of this amendment is being
provided to the Acting District Director, Buffalo District Office.

Should you have any questions or require additional information concerning this application,
please do not hesitate to contact the undersigned -at (847) 317-8635 or Jerry D. Johnson,
Ph.D. at (847) 317-8898. Our fascimilie number is (847)317-7286.

Sincerely,

Nancy P. Aiello | '

Senior Regulatory Scientist “RECENED
g | ' . OCT 21 1997

-

- GENERIC DRUGS
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AADA 64-200 -

Fujisawa USA, Inc.

Attention: Gary C. Magistrelli, Ph.D.
3 Parkway North, 3rd floor
Deerfield, IL 60015-2548
Il"ll"lll"llllll"lllllllllllIl'lllll"llllllllll

Dear Sir;

Reference is made to your abbreviated antibiotic application submitted pursuant to Section 507 of
the Federal Food, Drug and Cosmetic Act for Sterile Cefotaxime Sodium, USP injection 500 mg,
1g and2g/ 10 mL vial; and 1 g and 2 g/ 100 mL.

The Division of Bioequivalence has completed its review and has no further questions at
this time.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additiona! information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

Nicholas Fleischer, Ph.D.’

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



ARDA 64-200

Fujisawa USA, IncC.
Attention: Donald E. Baker
3 Parkway North

3rd Floor

Deerfield, IL 60015-2548

Dear Sir:

We acknowledge the receipt of your abbreviated antibiotic
application submitted pursuant to Section 507 of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Sterile Cefotaxime Sodium USP, 500 mg, 1 g and
2 g/10 mL vial; 1 g and 2 ¢g/100 mL vial

DATE OF APPLICATION: February 10, 1997
DATE OF RECEIPT: February 11, 1997

We will correspond with you further after we have had the
opportunity to review your application.

In addition, to be in compliance with 314.50(e) (2) (ii), you must
provide four copies of the draft labeling in the archival copy of
the application. Please provide three additional copies of the
draft labeling for the archival copy. In the future please -
include four copies of the draft-labeling in both the archival
and review copies of the application.

Please be advised that during the AADA approval process, samples
of the active and inactive ingredients, and the AADA exhibit
batch(es) (which should be the same as the biobatch if a
bicequivalence study was conducted) may be requested by the FDA
district office staff and tested by FDA district or headquarters
laboratory staff. Drug substance standards and manufacturer's
documentation of the impurity profile should be made available.
In addition, batch records, certificates of analysis and
specifications and tests for the drug substance, drug product and -
inactive ingredients may be requested.

The subject product of an AADA must conform to the current
official compendial monograph requirements and be compatible with
the test and assay methods described in that monograph. You must
submit adequate documentation and laboratory data in your AADA
that prove that any non-official alternate procedures that you



S choose to use for the analytical control (release) of your
product are equivalent to the official compendial procedures.
If this information is not submitted, the review of the
application will be delayed.

Please identify any communications concerning this application
with the number shown above.

Should you have questions concerning this application contact:

—Jason Gross
Project Manager

{301} 594-0360

Sincerely yours,

i ég}‘n 1
Jéfry’PQillips 7V%%?i?

Director

Division of L ling and Program Support
Office of Gene¥ic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WA\;
ON 0Rin N
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et - Fujisawa
parkway North Center, Thres Parkway North

Desrfield, Hiinois 60015-2548
- Tel. {847} 317-8800¢ Telefax (847) 317- 7286

February 10, 1997

Douglas Sporn, Director

Office of Generic Drugs

Metro Park North I, HFD-600, Room 150
Center for Drug Evaluation and Research
Food and Drug Administration

7500 Standish Place

Rockville, MD 20855-2773

Re: Sterile Cefotax. .e Sodium, USP (SVP)
500 mg/10 mL vial, 1 g/10 mL vial,
1 g/100 mL Piggyback vial, 2 g/10 mL
vial and 2 g/100 mL Piggyback vial
Manufacturing Site: Grand Island, NY
Number of Volumes: 3 Volumes

Dear Mr. Spormn:

This application is being submitted, in duplicate, as an Abbreviated Antibiotic Drug
Application in accordance with Section 507 of the Federal Food, Drug and Cosmetic Act to
seek marketing clearance for Sterile Cefotaxime Sodium, USP. Enclosed, for your
conveniences, are three copies of the analytical methods and validation section for the drug

substance and finished dosage form.

Fujisawa USA, Inc. will manufacture this product at 3159 Staley Road, Grand Island, NY
14072. This application contains all the information required describing the manufacturing
and control of Sterile Cefotaxime Sodium, USP (500 mg/10 mL vial, 1 g/10 mL vial, 1
g/100 mL vial, 2 g/10 mL vial and 2 g/100 mL vial) using a -
Applicable general procedural approaches/data may be cross-referenced to Fujisawa USA,
Inc., Type V DMF # .o In addition, this application contains a request for the waiver of
in vivo bioequivalence studies.

This application has been formatted according to the information in Office of Generic Drugs

11’013(:}' and Procedure Guide #30-91, April 10, 1991 and letters to industry dated October 14,
994 and December 24, 1996. An executive summary exp]ajﬁ_fg';he;or%anﬂgl,,u'_ zation of this

application is included after the cover letter. PRt Y = :
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‘le Cefotaxime Sodium USP (SVP)
. .uary 10, 1997 -
Page Two

An archival and review copy of this submission are provided for your review. Furthermore,
a field copy has been sent to the FDA Buffalo District Office in accordance with 21 CFR
§314.94(d)(5). Fujisawa USA, Inc.’s certifies that the field copy is a true copy of the
Abbreviated Antibiotic Drug Application herewith submitted.

Please be advised that the pharmacy bulk package application is being submitted to the FDA
at the same time as the small vial package application.

Should you have any questions or require additional information concerning this application,

please do not hesitate to contact the undersigned at (847) 317-8635 or Gary Magistrelli,
Ph.D. at (847) 317-8876. The fascimilie number is (847)317-7286.

Sincerely,

“Maney P Audls

"y P. Aiello
or Regulatory Scientist
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